New antibiotics, griseusins A and B were isolated from a strain of Streptomyces griseus.
griseusins are active against gram-positive bacteria.
A strain of Streptomyces griseus, K-63, found in a soil sample collected in Peru, produces The UV and visible spectra, shown in Fig. 1 , suggest that griseusins are derivatives of 5-hydroxy-l,4-naphthoquinone (juglone). In fact, addition of alkali resulted in a remarkable bathochromic shift and the griseusins showed positive color reaction to magnesium acetate. Furthermore, the IR spectra (Fig. 2) of the griseusins exhibit the chelated quinone bands (A: 1646 cm-1, B : 1640 cm-1) and the non-chelated quinone bands (A: 1669cm-1, B: 1667 cm-1).
From elementary analyses, and PMR and 13C -NMR spectra, the molecular formulae of griseusins A and B were determined to be C22H20O10 and C22H22O10, respectively. (2) Griseusin B in KBr tablet.
Other antibiotics which contain the 5-hydroxy-1, 4-naphthoquinone chromophore have been reported, however, kalafungin1)(C16H12O8), juglomycins1)(C14H10O6) and nanaomvcin A3) (Cl8H14O6) are distinguished from griseusins in respect to the number of carbon atoms.
The structures of the griseusins were determined to be those shown above (preceding page) and the details will be reported elsewhere.
Griseusins are active against gram-positive bacteria in vitro as summarized in Table 1 The culture media for the fermentation of the Streptomyces griseus, K-63 were as follows:
Seed medium: 2.0 % soluble starch, 0.5 % glycerin, 0.3 % glucose, 1.0 % Soytone (Difco), 0.5 % corn steep liquor, 0.35% NaCl and 0.5 % CaCO3. The pH was adjusted to 7.0 before sterilization.
Production medium: 1.5% soluble starch, 0.5 % glycerin, 1.0 % Soytone, 0.5% corn steep liquor, 0.3 % NaCl and 0.5 / CaCO3. The pH was adjusted to 7.0 with NaOH. The strain was inoculated into 800 ml of the seed medium in a 2-liter Erlenmeyer flask, and the medium was cultured at 28°C for 24 hours on a rotary shaker (190r.p.m.). The culture was transferred to a 30-liter jar fermenter containing 20 liters of the production medium. Fermentation was carried out at 28°C for 48 hours under aeration of 20 liters/min and agitation of 550r.p.m.
About 125 liters of the cultured broth was filtered. The filtrate (pH 6.9) was extracted with 72 liters of ethyl acetate. The ethyl acetate layer was washed with 10 liters of water and condensed in vacuo to 200 ml. To the solution was added one liter of n-hexane to precipitate 7.1 g of crude griseusin A.
The water layer which removed griseusin A was acidified (pH 3.0) with HCl and extracted with 36 liters of ethyl acetate. The ethyl acetate layer was treated as above to give 22 g of precipitates containing griseusin B.
Purification of griseusin A The crude griseusin A (7.1 g) was chromatographed on a column of Mallinckrodt Silicic AR CC-7 (140 g), and eluted with chloroform to give 2.56 g of almost pure griseusin A. Rechromatography on a silicic acid column (100 g) with chloroform -methanol (methanol 0 ti5%) and recrystallization from methanol gave 2. 
